By PIETRO RONDONI (Florence).' I AM indebted to the kindness of the Director of the Laboratory (Dr. Mott) for the opportunity of bringing before your notice the histological study of three cases of hereditary syphilis with affection of the nervous systelml. Two of the cases were juvenile general paralysis, and the other svphilitic brain disease.
The brains were fixed in formnol, and the sections were treated according to the usual methods (Nissl, Weigert, &-c.) . For glia I have found very useful and simple the method introduced by Dr. Ranke, of Heidelberg, published by him in the Zeitschrift fir die Eforscltung und Behandlung des jugendlichen Schwachsinns, Bd. i., H. 2, 1906. I will commence my reinarks with a description of the two cases of juvenile paralysis. The first case showed typical characteristic changes in the teeth, and the clinical notes speak of a brother of the patient who is suffering from a similar form of the disease to that exhibited by this patient during life. A history obtained from Guy's Hospital concerning the father, who recently died there, enabled me to ascertain that he had suffered with syphilis thirty-four years ago, and that the conditions of his organs and vessels found post mortem accorded with this fact. The patient was aged 18 at the time of death; had always been considered as an imbecile, and only two years before death occurred the symptoms of the present illness cailme on and were very characteristic-viz., presence ' From the Pathological Laboratory of the Lonidon County Asylum, Claybury.
F-18
Rondoni: Hereditar-y Syphilitic Affections of Argyll-Robertson's sign, inequality of pupils, tremors, alteration of the speech, inco-ordination of arms, unsteady gait, great psycho-mlotor activity, a progressive loss of never much developed intellectual faculties. We have thus a symptomatology which occurs sometimes in cases of the adult form of the disease-viz., a progressive dementia and paresis without dlelusions. It is often found, if we look at the literature of this subject, that juvenile general paralysis chooses frequently children who already present some characters of deficiency in the development of the intellectual faculties, and sometimes children who show a very deep degree of idiocv: it often seemiis that a condition of diminished resistance of the brain acts as a predisposing cause, and this condition of greater debility of the nervous system imay be due tb an arrest of development which may find an anatomical expression in microscopic changes in the brain. I lhave recently had the opportunity of studying in the laboratory of Professor Edinger, in Frankfort-on-the-Main, the brain of a young child which exhibited arrest of development of the cortex associated with the characteristic changes of general paralysis. One of the chief histological characters of general paralysis is the perivascular infiltration with lplasma-cells and lymphocytes especially marked in the cortex; the interesting fact in this case is that I discovered these changes most marked in the basal ganglia and white matter between them. I would therefore suggest the desirability of a systematic exaninat'on of the basal ganglia in all cases of general paralysis, for it may happen that these structures m1-ay show changes of a similar nature to this in a larger \~~~~~~~Ã---..:..',~~~~~~~~~~~~~~~~~~~~~~~~~~~~~. . . nuLmlber of cases than is now anticipated. Proliferation of vessels and rod-cells were also present in the cortex. The degenerative changes in the cortex were fairly marked, and they are certainly responsible for the greatest part of the symptomatology.
In the second case we have a very interesting falmily history which shows the progressive attenuation of the syphilitic virus on the offspring: Father syphilitic; six children; the first two, born before term, died within a few hours of birth; the third shows keratitis and otitis with deafness; the fourth is the patient; the last two are well and grown up to bright children. The clinical symptomatology consists of a progressive imnpairment of the conditions of mnind and body, with many epileptic fits, and a tendency to spastic phenom-nena as it is often met with in the juvenile form of paralysis; the pupils were unequal and reacted sluggishly to light. The diagnosis adnmits of no doubt, because the m-acroscopic changes found post mortenm, as well as the changes which the microscope reveals, are most characteristic, and are mnuch better marked than in the first case. The microscopic changes show numerous large plasma-cells in the adventitial sheaths of the vessels of the cortex, the pia being also infiltrated; some rod-cells are present; proliferation of the smiall vessels with increased vascularization of the brain and degenerative changes in the walls of the vessels were also mnarked. The degenerative changes in the nervous elemnents of the brain were scattered everywhere. I may remark that in both these cases I have found a particular vacuolization of the cells of Purkinje in the cerebellumn; such degenerative change seems, according to Strauissler (and I agree with himl),rto have some diagnostic importance without being of course specific. The third case is of a different nature to the foregoing cases. The faiily history is very; similar to that of the second one: there occurred two imliscarriages; one boy living seven months, one boy living fifteen months; then the patient, who died when aged 23; then came a healthy living girl; then a girl who died when aged 16 months after the death of the miiother. The father does not admit having had syphilis. Both p)arents were alcoholic. However, it is imluch more likely that the numerous miscarriages and death of children were due to a not admitted syphilis than to alcoholism, otherwise we cannot understand the progres- sive improvement in the result of conception, for if the alcoholic habits were the sole cause then the devitalizing influence should have progressed instead of improved; in fact, this history agrees so strongly with that of other known syphilitic cases that it may be assumed that it was of syphilitic origin, especially when the facts of the investigation of the cerebral vessels are correlated with the above history. The patient, a girl, was healthy until aged 14; from thence progressive dullness and apathy, later fits (apopleptic), coarse tremor of arms, some nystagmus, exaggeration of knee-jerks, and inequality of pupils. Histological examination revealed two forms of morbid changes: one diffuse degeneration of the cortical neurons without any specificity and in Rondoni: Hereditary Syphilitic Affectiomts a not very marked degree; the other changes in the vessels of the base of the brain, which can be considered as a diffuse arteritis with predominance of the lesions in the intima. These vessels-for instance, the small arteries which arise from the Sylvian and go to the basal gangliahave thickened walls, sometimes with formation of small aneurysms; and in these walls we see increased connective, also elastic, tissue, with degenerative appearances, the demiiarcation of the various coats being sometimes obliterated by the irregular alternation of degenerative and proliferative changes. I found in the basal ganglia some calcareous infiltration of the small vessels, the imiedia seemling to be preferred, and some old patches of softening, which probably can be correlated with the apoplectic fits. The small veins are also attacked. Is this vascularitis a syphilitic one? If we take into consideration the following facts-the absence of patches of atheroma, the marked affection of the elastic tissue, some slight infiltrations with lymphocytes and plasma-cells around the adventitia of some of the arteries-we may conclude, without concealing the difficulty of distinguishing an eldoaqrteritis syphilitica from other fornms of e?idoarteritis obliterans or defo rm?iais, that we have in this case, I think, to do with a form of syphilis hereditaria tarda of the nervous system similar to the cases of Home'n and of De la Chapelle.
FIG. 6.
Changes in ani artery in the basal ganglia, showinig the foriinuatioii of a small aneurysm (Case III). M\1agnification. 50.
The cases of Homnen show also diffuse degenerative changes in the cortical cells, without granulations in the ependyiima, with arterial lesions and softening in the basal ganglia, with only very slight infiltration of the adventitial sheaths and with very little proliferation of glia. The cases of Honmen differ only because they were fam-iilial (five brothers and sisters). Supporting the diagnosis of syphilis hereditaria tarda are also the anatomical conditions of the ovaries, which suggest an arrest of developimlent in early stages and give to the case the stamp of infantilism, one of the stigmnates distrofiques of the syphilis hereclitaria tarda according to Fournier; such characters of infantilism were found by Mott in a number of his cases of juvenile general paralysis. At any rate, progressive general paralysis must be excluded in this case by reason of the fact that the histological changes which nowadays are considered as necessary for the diagnosis of general paralysis are absent-viz., perivascular infiltration with plasma-cells and lymphocytes (with predominance of the former), the existence of rod-cells, marked neuronic decay and characteristic glia proliferation, as we know fronm the classic researches of Nissl and Alzheim--er in Germany, and of Mott and Watson in England. The extensive bibliography on the subject of " Hereditary Syphilis of the Nervous SysteM and Chiefly on Juvenile General Paralysis" I shall refer to in a work which will soon appear in the Ar7chiv fuir Psychiatrie.
Dr. F. W. MOTT, in answer to the President, said that when he was working at sleeping sickness be concluded that there were appearances which suggested that the plasma-cells might come from the endothelial cells, or else from the lymphocytes, because he was able to trace the transition from lymphocyte to plasma-cell through all the stages, and he had seen the same appearances in general paralysis of the insane. He considered that the existence of plasmacells around the vessel was very suggestive of syphilis or trypanosome affection, and he had not met with plasma-cells to any extent in any diseases except sleeping sickness, syphilis and general paralysis. Vogt said plasma-cell infiltration was diagnostic of general paralysis, but he had not seen sleeping sickness.
In order to show the value of that observation he mentioned that he had fifty blocks, cut from various cases of brain disease, in the laboratory, and he asked his assistant, who had the register of the specimens, to stain them and put them under microscopes, and he (Dr. Mott) would pick out the cases of general paralysis and sleeping sickness. From the plasma-cell and lymphocyte perivascular infiltrations he succeeded in picking out correctly the thirteen cases of general paralysis and two cases of sleeping sickness. He regarded the interest of the present paper as twofold because of the discovery of the perivascular infiltrations of the basal ganglia in one of the two cases of general paralysis. He rather expected those changes because in sleeping sickness one found the infiltration in that region was even more rmarked than in the cortex, and that was not usually so in general paralysis. General paralysis was a wasting disease of the whole nervous system, but chiefly of the cortex. The second important point in the paper whlich was of great practical value was the simple method of staining the neuroglia described by the author. Those who had used the Weigert method, wlhich is brilliant when it comes off, but does not always succeed, would appreciate the present one. He felt very grateful to Dr. Rondoni for bringing forward the method.
